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The OTRR, CBER record

® Science-based regulation of biologic therapeuticsat OTRR
has played a central rolein the development and
availability of safe and effective products of biotechnology
that arerevolutionizing medicine.

® OTRR scientistg/physicians wor k independently of but

closely with regulated biotechnology.
- Extraordinary number of meetings
- Timely, science based guidance
® OTRR scientists/physicians have provided international

leader ship in the science-based regulation of
biotechnology products.
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The OTRR, CBER record
(continued)

® The number of new product approvalsisincreasing.

® Despite the complexity and novelty of biotechnology
products, review times and approval times compare
favorably with those for other types of drugs.

® Biological therapeutics are often availablefirst in the
U.S.

® T here hasnever been need to recall an OTRR-approved
biotechnology drug dueto safety concerns.




CBER Biologics License Application Approvals
for Biotechnology Products 1981-2002

Years Therapeutics* Vaccines 1VD Total
1981-85 0 0) 23 23
1986-90 6 35 43

1996-00 26
pA00]00)% 11

26 54
S 18

2

1991-95 13 0 59 72
2
2

Total




CBER User Fee Review Performance

License Applications and Supplements
% of First Actions Within Goal*
By Cohort Fiscal Years 1997-2001
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* PDUFA Performance Goals: FY97- FY01=90% (Indicated by Red Lines)
** Beginning in FY 98 ELAswere no longer included in PDUFA goals
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CBER PDUFA 11 Procedural and Processing Goals Performance (as of
December 31, 2002)

Regulatory Meetings Management
Actions Within Goal Actions Overdue
Meeting
Requests % Completed PDUFA

Fiscal Year Goal Received Completed | Pending| Total || Completed|Pending| Total Within Goal* Goal
Response 387 283 0 283 104 0 104 73%

FY1999 |  Held 364 321 0 321 43 43 88% 70%
Minutes 328 282 0 282 46 46 86%
Response 312 302 0 302 10 0 10 97%

FY 2000 Held 294 277 0 277 14 3 17 94% 80%
Minutes 251 229 0 229 19 3 22 91%
Response 388 379 0 379 9 0 9 98%

FY 2001 Held 341 330 0 330 10 1 11 97% 90%
Minutes 293 286 0 286 7 0 7 98%
Response 415 401 0 401 12 2 14 97%

FY 2002 Held 374 360 360 9 14 96% 90%
Minutes 335 317 319 10 16 95%

of those that have reached the goal date



CBER PDUFA Il Procedural and Processing Goals Perfor mance— cont.
(as of December 31, 2002)

Special Protocol Assessment
Actions Within Goal Actions Overdue
Protocol Review % Completed PDUFA
Fiscal Year Requests Received Completed | Pending Total Completed] Pending Total Within Goal" Goal
[ Fyi999 ] 0 | | | | I [[ 60% |
[ Fv 2000 | 0 [ | [ [l [[___70% |
[_Fv 2001 | 1 [ | 1 | o | 1 || 0 [ o T o J[ 100% J[_80% ]
[ Evy 2002 ] 4 | | | 0 [ a2 1] 0 [ o | 0 11 100% | | 90% |
Major Dispute Resolution
Actions Within Goal Actions Overdue
Dispute Resolution % Completed PDUFA
Fiscal Year Requests Received Completed | Pending Total Completed] Pending Total Within Goal" Goal
[ Fv 1999 | 1 | | 1 [ o T 1 ]I 0 [ o | 0 I 100% _ [[  70%
[ Ev 2000 | 0 [ ] [ | |l [[__80%
| _Fy 2001 | 2 | | 2 | o | 2 1] 0 | o | 0 11 100% | 90%
| By 2002 | 4 | | | o | a4 ] 0 | o | 0 | 100% || 90%
Responses to Clinical Holds
Actions Within Goal Actions Overdue
Responses to Clinical % Completed PDUFA
Fiscal Year Holds Received Completed | Pending Total Completed] Pending Total Within Goal" Goal
| _Fyi99s | 22 | | 18 | 0 | 18 || 4 | 0 | 4 |1 82% |1 75%
FY 1999 77 73 0 73 4 0 4 95% | 90% |
FY 2000 89 87 0 87 2 0 2 98% [ 90%
| _Fryz2o01 | 125 | | 115 | o | 115 || 10 | o | 10 ]l 92% [ 90%
[ Fy 2002 | 121 | | 118 | o [ 110 || 3 | o | 3 ] 98% [

- of those that have reached the goal date



CBER Review Performance
FY 2002 Cohort of User Fee Applications

Application
Types Numbers Per cent of Actions
Submitted Filed AP RTF, UN, Within  Overdue
or WF Goal
New Products 10 9 0 1 22% 0%
Etfectiveness 11 11 2 0 45% 0%
Supplements
Manutacturing 748 748 378 0 4% 1%

Supplements

AP=Approved, RTF=Refuse To file, UN=Unacceptable For Filing, WF=Withdrawn Before Filing




CBER Organization

Center Director's Office
Director
Jesse Goodman, M.D.

Office of Biostatistics and Epidemiology
(OBE)
Susan S. Ellenberg, PhD

Office of Communication,
Training & Manufacturers Assistance
(OCTMA)

Mary T. Meyer

Office of Management
(O™M)
Joseph A. Biviano

Office of Compliance and Biologics Quality
(OCBQ)
Steven A. Masiello

Office of Blood Research and Review
(OBRR)
Jay S. Epstein, MD

Office of Vaccines Research and Review
(OVRR)
Karen Midthun, MD

Office of Information Technology Management
(OIT™)
Michael E. Curtis

Office of Cellular, Tissue and Gene Therapies
(OCTGT)
Philip Noguchi, MD (Acting)




What Went

M onoclonal antibodies

Cytokines, growth factors, enzymes,
Interferons-- (including recombinant
versions)

Proteinsintended for therapeutic use
that are extracted from animals or
micr oor ganisms (except clotting
factors

Other therapeutic immunother apies




What Stayed

Monoclonal antibodies, cytokines,
growth factors, or other proteins
when used solely asan ex vivo
constituent in a manufacturing
process/ when used solely as a reagent
In the production of a product that is
under thejurisdiction of CBER

Viral-vectored geneinsertions (i.e.,
“genetherapy”)

Products composed of human or animal
cellsor from physical parts of those
cells

&




What Stayed (continued)

Plasma expanders
Allergen patch tests
Allergenics

Antitoxins, antivenins, and venoms
In vitro diagnostics
Vaccines

Toxoids and toxins intended for
Immunization




The People

=S Bodies




The Products

PRODUCT CBER CDER
IND 1748 1162
|DE 163 1

BLA (approved) 1259
BLA (pending) 36

o)
O

NDA (approved) 60
NDA (pending) 1
PMA (approved) 18
PMA (pending) 3
510k (approved) 671
510k (pending) 26
ANDA (approved) 8

O O O OO OO wo




Timeline

e June 20

— Letter to Sponsors
- Transfer Web Site

@ June 30
- Transfer of Regulatory Responsibility
— Detail of OTRR and other personnel to CDER

@ October 1

— Transfer of personnel
- Reprogramming of resources




Notification L etter

@ To all Sponsors

e \Warnsthat Regulatory Responsibility Will Shift for
Certain products

@ | dentifies Product Categories

® Directs Sponsorsto Lists of Specific Fileson CBER
Web Site




Notification L etter (cont.)

@ | n most cases, the Regulatory Project Manager and
assigned reviewer s will not change since many of
these staff will bereassigned to CDER

® Directs Sponsorsto Continue Addressing
submissionsfor Transferred Productsto the CBER
Document Control Center until further notice

® Address Questionsto CBER’s Office of
Communication, Training and Manufacturers
Assistance g
=




Web Site

@ http://www.fda.gov/cber/transfer/transfer.ntm

® L inks

- Notification Letter
- List of Approved Products Transferring to CDER

— Lists of Products Transferring and Remaining, Organized
by File Type and Tracking Number
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Publc Haalth Bervos

Fozd ord Prug Sdri estrabian
BE30 Fishira Lane
Focivily MO ZDEST

July 23, J0ed

D Colleagne:

As wou are aware, the Agency ks implemented & change i dhe cogalaory respond by, e
and comtimisg cversight for masy blalogic therpestic products from the Center for Biodogs
Evaluation and Research (CHER) 10 the Contor for Drug Evabooson sed Resewich (CDER) [65
Fedeml Regester 'H'Mir»"&ﬂl?:ll A list of product dlasses transferred o COER is located on te
CHER welbsite; wwo fils givicher,

Alcog with the I'J'!HIP\-UI-FC penduct I"=Ih|_.mm fil, i e snveral Iogistical adjustments that will
pogur reganding our curren b cgn. Thensfon, in o effi to provede the st menvic
i thie ﬂ'h'.\sl.tﬁuln & covemje of “|| the: hivdogecal and therapeutic prodocs, pless: note te
following chemges

Effictive Jane 30, 2003, the Form FIDA €52, Motices of Inspegiacs, il Form FDA $83,
Irspectiosal Observitnes sl by Team Biologics nvestiganors bave a aew addross and plvome
mumber posed i the districl offics block. Wi are askeng that vou addeiss amd seod your ]'.;\m

.m-.g.m ingpictymal responses fo the new address specifically postod om the formis) issood 10
you. For case of nefironos we heve imclnded these sew sidersscs behw

I you are an estabisshment |ocated oulside the United Stages whose thempeutic producis have
boen trmsferred from CBER o CDER, please sand your Team ﬂul:lglu. inspectimal
orTespoRdenie 1o e [t i of

Edwin Rivers Martinge, Chicf

CDERA TP Investigations and Prespgroval Comgdissce Brasch, HFD-322
LS Food and Dryg Adminstration

Mlomrose Metre: 11

11918 Reckville Pika

Riockvills, MIDX 3057 1U5A

TEL:; {301 377-3012

FAX: (301} 22 7-2500

For all therapeots: product cetabdishmonts focated m the United Stotes, and all otber
ertablishments, kealed within tha United Stases and other counsic, whose panducls oomtinug 1o
be regulsted by CRER, plise sddress and send your Team Biologics (mspectional
r.-»cn:—'.p-w»d:rm.- €0 the: amentsn of

laogathad LiBle. Phl), Toam Leader

ORACE Dvamion of Complissce Managemsent and Qpesations, HFC-210
U.% Pood s Dvug Admimsiration

Ak Fishers Lang

Reckvilks, ’\1L| 'Lll"'l' Lisa




Finally, o enhance our sbality 1o perform a Ismaky mrview, v i asking Vs o wolumrily
forward sddtional copics of your response: (o the Team Biclopics Imvestigmiors of the acdiessos
ey provide, fsd if you are an cetablishmest innolved i the maumiEaciire of bicdogical products
that resiiin weder the porcew of CiiiR, Pleass previde o oopy af youl (esyanss us CHER
OCBO T vaion of Bspections and Serveillnce, HFM-A50 1401 Rackwillo Pike, Suile 200N
Bockuille, MDD J0457-1448 1SA

Theough thes angoing trassition, we strive to cont inuaily provides excelbent custosser service Ta

v (Jusbons ergarding the cortorets of this leiter should be diveciod o Mir, Rivern Mlmming: pr
Br Lxtle, ot the addresses andior phone sussbers Sstod abaone

sincerely vours

e

—

o | ~ o
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Dimald Vashinder, Acting

Dhrecior
Oifice of Enforoemsent
Offioe of Regalmory AlTiss



We're Here to Help Y oul!

e Email CBER:
~Manufacturers;

—Consumers, health care
professionals:

® Phone:
—800-835-4709
- 301-827-1800




